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w m m 

[0001] *mwte. mimmm^T^t^mt, z(Dmimmm^r^>it^<Dmm 

[ooo2] £.fcftx»<DfeVkmm<Di'iFm i-oi ^x^<comwt^fhx\ ^ 0 ?s- 

, ±mm. mm. xhuxmiz.£^xmmKm&mm 

imzL-tzt, ^:fihmNA(Dmm^\^^u m^mDNAmmm^-mx 

t£®& \*m^x^z>b^7Lh*ix\^ 0 ^mmxti<m^^m. 

ttmMx&z> 0 ^<Dtzji>, m&mm<D^w±\^xmmkmiz£^x±f&&tiz>8-oH 
-dG^m^-r^b^m^nx^^o s-ou-dGcD-^m^bi^xn, (ds-oh- 

dG(C^i-^^:#:^^^$^:fcT^^^-^7A-e^bfc^®^HPLC-ECDT- 
^•tfr-r^^fe. (2) 2*<Di^ffi^77^^{^— ^V^A^j^bT^^-fV^ 
^mzX*). ^6<J(C8-OH-dG^HPLC-ECD^J;«9^m-r5^?!fe (^fFlfcjSfc 
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mmm-xmz) mmt&frx^ ^„ 

##rF^Cj^l:^^V7b(Bogdanov, M., B., et. al.), — y^/V-^^r^J 

— T^K'^V^^Free Rad. Biol. Med. ), 1999^ x 027#, p.647-666 
##rp^2:^^<b(Kasai, H., et. al.) v^/^-X-vMr— TvV-^X-^Hr^lf- 

— yU— ^(Jpn. J. Cancer Res. K 2001^ f|92#, p.9-15 
$¥¥f&XlBk3:Viy'7h(Tovp, H., et. al.). T^y^fr/l^W^^r-y— (Anal. 
Biochem.K 1987^, ^161#, p.49-56 

[0003] !ki£tp(D8-OH-dG<Dmn. &«Dm&. mffl^XVmt-tZo ^X\ 8-OH-dG 

dG%femrt-Z>m&. U.m%M:1&2$:<Dm!&fcb<9. l#£8-OH-dGg#<D##rK: 
ffiV\t>9l#£^MlB&®(#l;U^ ^T^~^(Cre))<D#W^fflV\ ffi^ff 
©«J&fl»*fc3lWl*n5IK (flRtf, (8-OH-dG/Cre) ) &SHb8jDNAtSt«S©Jf 
^irLTV^Co ^<Dtc#>. U.W<Dm&-&ft>ftffi-^~*<DMffiiz&\<^XMmti:^ 

[0004] ^sswwu d^^^i^^T^^ttfct>ot?*>«9, mtm&myT->i\&mt 

[0005] £©,fc5fc*ttte«3rC\ **W#tt»it^f*©Ji$m, 8-OH-dG(DmSMlE^ 
R-efcS7-^^/W^T=^ > ^UT^^8-OH-dG^|^^(C^*fi-6^&, Rtf 
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tt§P£ (metabolic rate, MR) kffl&irmN AftM%)Xh<9 s RNAtf># 

hftfroX\^ 0 Lfc^oT, 7-MGtCj;oT8-OH-dG^it^MiELfc(8-OH-d 
G/7-MG) m*. ?lsT^—>lz£<>X8-OH-dG<Di&&ffilELiZ (8-OH-dG/ 

[0006] m<DKNAftMy0XfoZ>-7y^VVi/l/, N2, N2-v ? ^^i/T/V>', N 

[0007] Wh, &Z£W<Dmi<D&Wfe. m.ntp^-£tlZ>, DNAX«RNAXIi?^^tf 

v wx\ mm^xhmtix^ ^ 0 
[0008] #s&w0>$&2©38wra:* mmmimmmyT~>ik&m\ s-tKn^v^^v- 

fT/iSls (8-OH-dG) RX^/yj±8-\iYxi^y^r^ (8-OH-Gua) Xfo&Ml 
[0009] *mW<D^3<D&mfe. U,&tpfcSii]nZ>, DNAX^RNAXtt^^^^K^O 
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[ooio] ^(Djrmzxnis. mt&mkthmmyT-^k&vot. mzmmmm?T~> 
coon] *mm<Dm4<Dmwi*. mmmimmm^r->it^m^K h-my**^**^ 
✓om^i-T^-^ (ere) x&z>m3<Dmw ^mm<omimmm^T^t^m(D 

m^^i-^b^w^b^m^mmm^T^>it^(D^m^mx^ 0 

[0013] ^.(D^m^tlit, ^#>. l*M^8-tKndrv^T^>>- W^U^Y) (8-OH- 
rGuo)#O^K£, 8<>H-dGOrt^^~ #£LT;!JD;tTV^O-e, ^Hfclftti 

t^^i-s^^t^ft^ ^<^m, 8-oH-dG^»^r% aosmtti<so 
[0014] ^0j^^6(D^0j^ x mmmktt&^T-sik&mK s-kyv*^?*-*^ 

VT/^ (8-OH-dG) ^.U ? /X»8-tKt3drv'^T^^ (8-OH-Gua) XfoV. M 
^-iXK) (8-OH-rGuo) XhZ>%5<DmW KfE«(«teftti^T~>1fcl^tf>£- 

ffijimxibZo 

[0015] *mW<D%7^ 8, ,K.tf9£>3£f5te, MiE^^-e^-^^^^-f^, ^tb-€ 
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[0016] *&m<o$tsio* iu &xfi2omm*s mzm&mKfcffiTvxf&mz&tciiV)*: 

vftffimmiz±m<D&m&®m&<Mft%^b&^mzti:z> 0 
[0017] *&m<Dni3v>&mte* m^m^>^^yMnpLc-i)xmn-r^i:m^ 
m *x.#frtf>mm<o$7J*&£xfi*ji'^mx\tt0>i&&*st* mmm^m v >s 

mX&Zo rO^&lCj:«9HPLC-l(^{tS8-OH-dG, 8-OH-Guatf)^ttH&M£fite 
[0018] *5SW^14(D»Mtt. MISI^^^^7^(HPLC-1) H^t9»«$*tfctft 

i/T A»-(8-OH-dG)^)(OSiJS^, m^^^^h^y^^-^^^X, (1) 
y^^W^KS-OH-rGuo^-^— ^fi, (2) — ^P#Fp^<£>8-OH-d 
G#&&!#J. (3) -SNFfliO8-0H-dGM^7> (4) ill:, 8-OH-dG#lIi<^ 

[0019] ^H^^15<D|g|g{*, l)fWf^*tL5, DNAXftRNAXtt^WK 

m^m^^^y^ (hplc-1) 2) mmm^^^^ (hplc-d xm 
m^x^hntcmimmm^r^t^^m-r^m^ ntdmmrz&te* 
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c-2) x-mm^xmhtitcmmmimmmyr^it^m^m^ir^mm 

[0020] *mw<D%i6<D&wte. mmmj*>&&*yMHPLc-i)iz.£<9mik&)mmy 

tdfc m^-efcs . m 1 5<Dm w tea m<D$rVr mwx&Zo 
[0021] *&W(Dmi7(Dmwn, ^w^^\zj]^x^t^-^<D^—^^-i-;v^ 

v >-c% nbtttcmtftmmyT-isik&m^mirzttm&mte*^ (hplc-2> 

[0022] *mW(Dft$tjym$:mi<^tllt. BNAXteKNAX\tt?U*?-}?<DmM<VMmiX 

&j$£fr%m4mmmyT->fc&m&ftffi^zxmz.io\, >-c s dnax^rna 

*mw<D#Vrmm*. ±m<D®&&mirz>$rtirirmzmm~tzz.btfx%* *fc. 
&mxm&mzmhx\, ^ 0 
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[0023] [Ell]8-OH-dG (8-OH-Gua) ^7-MGX«Cre^— n#l£##H"5*:«>tf>^©<£> 

[@2]8-OH-dG (8-OH-Gua) £7-MGXf*Cre££— B#U:#ffii-5/!:«><£>^g<7) 

[El3]^-^T^68-OH-TGuo(Dl: 0 -^^^<8-OH-dG<7?^^^7-MGX{i 
Cre^ai^^Sr^-Ma-CfcS (HPLC-l)o 

m4tt&W<nMMZ&Z8^H-dG<Dmfe<DW%&1rM-?1bZ> (HPLC-2) 0 
[|E|5]Cre, 7-MG, 8-OH-Gua, 8-OH-dGSr— mzftffiVtcW&iFlrmX'foZo 

[0024] ll--^^-^^^(HPLC-l). 12- -M^A (HPLC-2). 13-*«5Mb 

[0025] (DNA. RNAXWJt^l^^-KO^bWtiflHb'S'*) 

8-OH-dG§rf*C^DNA, KNAWtt^^V&mik&jfeMfc&Vokte, £fc 

Itfc&^DSfc^-efc^ Stt^0^tLTffiV>^>tvSo 8-OH-dGW^^ 
-fcfi«l*flWk#«4:L.'CW:. 2-tKn^ix^^v'Ty : Vv'>'(2-OH-dA), 
^^Vi/^^(5-OH-dC). 5-^/V5/^^^y^>-(5-CHO-dU), 8- 
OH-rGuo, 8-tKo^^T-^(8-OH-Gua)«f <b*L5o mC>BMbWii« 

-ffrg^tt* ^^^Ji:b-C^tC«t«9fe^^ttJ$tl^o *fc, ^tb6><^5*>8-OH-dG 
, 8-OH-rGuo, S-OH-Gua^^^k^M^^T^^k^fi^om^f^^^T 

^^<Dtp-e^^14^(D^^LT, #{£8-OH-dG£fflV^;i<^#]fcU^ 
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C58-OH-dG, 8-OH-rGuo. 8-OH-Gua^-efc9, Bft-fbWa^tttKo^^W 

[0026] 

t^xte, stm. mm. mm. m mmm^mmm. ±x<D^^m^mif^ 
[oo27] *mw<DftVrjjm, Rxf^^mm^t^(o^mmmz.^x^m-t^o 
e) zmfe-tzunt. ^(Dmik&fem?T^ik&w&fflfei-%JMfrbm!&£ft 

[0028] (ftvrmm) 

*m8<DnMMm^mz>8-oH-dGb, m±7-MGRwx^cret^m-r^tc 
tbommn. i)8-oH-dG^mm^m-r^m^>'^^MHPi.c-i)t. 

2) 8 -OH-dG<^tttfitt(D^££ft68-OH-rGuo^<D-7— #£«qL. 7-MGX 
}*Cre^aO^-r5UV^W^(D^m^t> 3) liM^^&^^HPLC-l)^ 
#e»ttfc8-OH-dG^W-t-^W^^^(-^-r^^^7^ (HPLC-2) t.4)M 

(hplc-2) fabnbtitc.mm8-oH-dG%m%:irz>ik m^^m-t^ 
[0029] *mw<Dftm^w<D~m<Dm5m*mi\z-miTo m^w^imm^^^ 

7A(HPLC-l)Trfc«9. Ctt^UV^m§&14, RV*y M.^y^?'^? 16&jf 
LT/$*B;*77 A (HPLC-2) 12^^bTV^ 0 *fc, I^J-^&^-MHPLC- 
1) il<^±^^{^ ^3|Sf^aAt-S^-h^^7--17^^tl,fc^7^^5/^ 
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{Cm*&*7MzmTkt*tz&><Dtf^-721. 22, 23^t£tf <btt, tf>T72Utt— 
Mf>^9— 17, ^y*22]t^9J^^y^>^^l^ i£^2m3>*7J^4v 

1 5 \z.& * &m&tix\t ^ 0 
( r23ixLj , ^yvjK) ^£fflv ^fcas-ets. 

[0030] ^0jO^&OHli^*3V^ % HPLC-l&tmPLC-?Oi:oO*9AS:*9^ 

^(^J^{^8-OH-dG)^W^J6HPLC-l}^AU, #&§I*&H#F^ *$■ 
T^FBl^^^LT^t, ^:<D^#^fflb-CHPLC-2— , HPLC-lTit$m^O 

^K8-OH-rGuo^<D^-^7<Dt°-^^. (2) -^B#F^<D8HDH-dG:9-I&|M§*& 
, (3)-^^r B m^8-OH-dG5>^T^ (4)HPLC-2^©i3LM^5t>©-C*>9( 
03&#{&L 8-OH-dG^^>fb6<)»^T->-f^#J^^^ia(^F^) 

( 1 ) 23 1XLIC j; «9^^HPLC-1 {C?^ A-T 

(2) (Tl) 

(3) 231XL^UV^|±J^>i/^/K^^--^^- ; lr^^t"5o 
T'rt <£>#PI£HPLC-2 A-T5o 
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-rZZtfc£<9. 8-OH-rGuom<DT—*> t(Dfatt&)&miZ£<Q e ®)tfH£8-OH-dG 
[0031] ±te^^-^^^A(HPLC-l) lift, ^^(C#*tt^8-OH-dG^#^^J 
^77^(HPLC-1) lllC^nfi, ^om^^t/TV^?>8-OH-rGuo, 8-OH-Gua 

(hplc-1) utvxn, m^>^mm^mmtvtch(Dx^ 1 
tut. <ftimmtt*<\ Mfcwiteitmmb^xi^ ^i^^-zi^^v^y 

T^5/^^HPX-72S (BioRadM) , Shodex#^;fc^J (BSfrmi ($0 M) , M 
CI GEL CAO8F( = mfc!&(mm./^^h>RCX-10)m&mif%^ttfXZ% 

o 

Z>z:bh*imx2bZ> 0 

[0032] ±IEi^^^^JlgSr^±A-r6*7A^rt^^, ^CMteftl^ ^Jlmm- 
1. 5mma^-efeSr<b^^LV\ ;*7^A<Z)t*|#^2. 0-4. 6mm©i^tt, 

27 (r 233XLU =¥/K/i/§Si^) SrfflV^T, 8-OH-rGuo^<£>^— *©t°- ?mffi.lz£ 
IP, 8-OH-dG^^-r§®^^g«]6<J^^^7A(HPLC-2) 12{caAi"^^ 
aW*LV\ ft*5 % w^^^-r^fcJ?)^, 233XL(Cfrfc^^n^A$r^U 
TSU^SrtTofCo Z\(OZfn^M%. (l)y#^W^>K8-OH-rGuo^^— 
fcWfBfi. (2)— ^B#Pfl^8-OH-dG#&li§te, (3)-^^P^#©8-OH-dG 
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#&jj&7\ (4)8-OH-dG#H<05*S'l'^ (5)HPLC-2^<£>&A£r ; fT3'b<£>-e& 

(1) 233XL(Cli»9K»HPLC-l ^±A-r?)o 

(2) K J&$R8 (Tl) fctti'^Mtf&ttlS-frS. 

(3) 233XL#UVl&ai^i/^/^^— &l^i~5o 

(4) |^^UVl/-</^M^5 £T\ v-*7^£#^£-fr5 0 

(5) fc°-^ML i^S^^(T2)/c(t^^^^#^$^^, 233XL^T^ 

(6) I£5&I#P^(T3)^ ^^T^5o 
(8) #®tf>— gp§rHPLC-2{caAi- ; 5o 

[0033] lifBftS&OMV A#LfcUV^m^l4(i. i^t>^*7^ (HPLC-1) 
1 ld^m^tt^ iHrfr^-^-U WR-* t^m58-OH-rGuo<D^|ltf£g£r 
i«*Pi-5o £©±91^ 8-OH-rGuo<7)^m^m^^^UV^W^14W^^—r5 
^C£oT, jEa^8-OH-dG(D^m^F^^*EliT^, ZtUZ&frltXJj^J*^ 
^^>^V^16^«$i3:Sr^^j;0.^llt-8-OH-dG^^i-5®^^^ 

[0034] ±!£i£*B#7^ (HPLC-2) 12}*, l^-f^^^^A (HPLC-1) 1 

s-oH-dG^^^w^^M^W^^or^o^+a^^A^ttS^i-^ 

(D-CfctKi. ^M-ffiJPgteftV \ miRD B Q i:b-C«, YMC-Pack ODS-AM (S - 5 ju 
m) (YMC*fck Shiseido Capcell Pak C18 MG (S-5n m) ((W)M£.%M) 

[0035] ±sa^w^i3fi, mm*?*, (hplc-2) fr%nbivtcmM8-oH-dG$:mfe-rz> 
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[0036] *fc, ^PJ<D^»^(C#68-OH-dG^7-MGX(*Cre?rlW)H#(C^i-6/c 
o #-K#7^350iftV^#^(C$m, 0. 5M^T>^r~^:T-i?h 

[0037] £*±1ftWLfcJ:5K:, ^BJ(Z)^i£^^#^>8-OH-dG^7-MGX^Cre^P 
*K£*;ft58-OH-dG£#||ftl£^^U W*tc&t&i&jmto<oJz¥&--9t 
*fc, UVtfeW»14fc«fco-C 8-OH-rGuo^O-^-^^)^W^m(-S^t> fl« 

timW«D&Vmm\** 8-OH-dG£. 7-MGX\ZCTeb&mtiffcft$f-rz>Z.bi> ^sm 

[0038] (4>«f^rife) 

ur. muzL^-r^mmm^m^xs-oH-dGt, 7-MGxncret(D^^m 

{COV ^TtftB^-T-So (#&^ffl (B#P^) CD&S) S-OH-dG^S-OH-rGuoiSci^ 
^j^iai^-r^*f^t-aAL, 8-OH-dG<D^^$5IS^^bT*5<o 

5>^ffl^*^^br^<r^tc < to.8-oH-dG(DiEm^tti^^^ieg-e^ 
Mfc8-oH-dG&^mirz>mft&ft%i.'rz>^b&x%z> 0 &*5, ±m^.x^ mi 



WO 2005/050191 



13 



PCT/JP2004/0 15826 



-&G<D$vmw mm imfe$w&fc]*>* mm) <DWfe*\jx&<&m* 
taw 

[oo39] mmxm 

fc<fc?^ 8-OH-dG<WfcS>T» 8-OH-rGuo, 8-OH-Gua^^A^®#^Wi" 
^9^(Dm^. ^ii^U7-25/i l/min^1-^^^0*bV\ *fc, 8-OH-dG, 

7$>m. mm, ^u^^mixn^tib^m^t^h^mif^b 

[0040] ifcfc, *mW<D8-OH-dG<Dm%&jmX, ^fr . ^(-8-OH-rGuo#^8-OH- 

dG<Dft&mm^-*tvximz-x, mm*ft?^t&-*imx$>z> 0 8-oH-rGuo^ 
m*i^it>m\\isX&i<t, 8-oH-TGuo^mm^ntc^ -^mmm^8-ou-d 
Gtmm&htttb. 8-oH-rGuoo^m^g^uv^m^i4T*^^— rz>z.biz. 
ioT, jEmte8-oH-dG<Dmm&mmm)&fcnxz. mm^s-ou-dG^^ 

-rz>Mtt*ttlfrirZ>Z.btfX£Z> 0 
[0041] *tc, *%W<D8-On-dG<Dmmjfm^ =f-&. f*£H-8H3H-rGuo^£8-OH- 

dco) ^mm^-^f bvxtox.x, m^^&mtwvyyyj- ^ xzm i 
xa^ttv \ m<DmmjLUxmbtLtc8-oH-dG&^mttmft*^mm-tz> 

Zb (I20illg) 2>W*L-V \ 
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yJ^tLX. YMC-Pack ODS-AM (S-5 n m) (YMC*±) Srffll *TfcK^£#tJf 1~ 

[0042] (iBy^^jSfe) 

e>tbfcl»K8-OH-dG«>*SrJW JE-r6»SXSSr*U, ±»Lfc**Mfc3Mftffl» ( 
ECD) % ^fttfn^h^^r-SCStfMlf (LCMS) 4££fflV^Ttt®i8-OH--dG 
i^SO^-et^o ±teS'J^^&«> 8-OH-dG<Wfc£>-f , 8-OH-rGuo(-v 

„ ^^^JtC8-OH-dG(D^ttJ^M^^^i-^^<h^0*bV \ 
[0043] *mW<OM1&J&miZ.&Z>7-MGXteCre<DmfelZ. &AL.fzMm^<D7-MGX 

um^vx^yhvmxfozm&te. 7-MGm^tcib<D\jv^m^(D^n 

254nmfcl/t,fcV\ > M.Wtb(D%iXhZ>m&fe. ^#)£7-MG£rESiJ-r5fc£>, 
UV^W^(0^^254nmJ;«9t>fi:^fi:^LT. #*lXfcJ\ 300-310nm£-r5 o 

b 

CreS'J^fcfe^fi, Stft^r235— 260nm % 0£L<f3:245nm£U 3t&tf>$gV^0 
£L<teO. 2mmg^)-fe/^ffiV^ 0 ffi&<Dm^fr(0%&<D^tVX\^ 0. 1— 

[0044] W©Hife^«»J:«5^«f *&l-*3V vCtt, ^tbT^ffl V >3i&£\ 

o 

[0045] sx±$i.wi,tc£5\^ *&m<Dmmmmimz>ftVrJjmizi:tit£ s uv^mm4 



WO 2005/050191 



15 



PCT/JP2004/0 15826 



*&m<oftVrj3fe"etts 8-OH-dG£[§]ite^&<#W5o HI-, &1<£>*SSU: 
[0046] #3SWo#*r:fr8rm» 7-MG&£*ttte*IJ£i-5^aS"CtS. 7-MG 

[0047] ^w©R««SBBttx ±iBHW^t-Pss$tt^<DT'{^<, *mw<n 
mw^MMi,^^m^^^xm^(D^^M^^b7!)^mxh^ 0 m 
mm (Am, bw) . (cm) <Dm&mz. &m~rz>*?j* (izmm) ^xvm^M 

±&mfe%mz£mbtitd£&<Dnm*imkvx, mtfs-oH-dG©*^ 8 
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£fttc7-MGxncre<Dmm-em<>tzw.bi,xw-M-rz 0 
[0048] ur. Mnm^£v*mw&M:fa&)izwiw-rz>j)k ^m^tnzm^ti^>h(o 

Mfitt^£:96mL Tirh^hy/l-4ml)-e2{§fC^L, 8-OH-rGuo£l2/z gMz.tc 0 
j£tC2M@^^hy>A(pH4. 5)£6. 7/*tfJD;t, P H£7£JlTf-Lfc„ Z.tl*£<MW 

u 5^t*2~3h#f^£p^ i5oooiei^ 5ftmm>bftM&n*<\ *<o±m *m.n 
ntvti 0 ft**, ^^Lfc^^a^23ixL^o-^>^y^-r>^^^— tcir^hb 

[0049] (8-OH-dG<D^-5>lJt7-MGXi*Cre(0?|«^) 

^O^^20Ml^-l'^->-^^i=s(MCI GEL CA08F,^^7Am. sulfa 
teSDl*3«ll. 5mm, K^^A(Oft$4cm, ^^AOft$12cm) (Cfco-OttlR. 
fc„ #7A£>?fi^te65g£U «}250m1/#£:U fgtBi&teO. 3mM©«(2% 

^>#lfeJ:^ uv&am(ruv/vis-i55.k ^y^M) (^7feStS305nm 

/ R.U?245nm)%fflV^. ^^n^-MG^Cre^WUt, dO5>W(-*5^8-0 
. H-rGuot°— 305nm^i«9tf ofCo ^ttJ^>^^El3(^-t- 0 
[0050] l23{^-f-i9^, 7-MG£CreOfc°-^j&ffi$tK *HWJ^J;f9, 7-MGiCr 
etmfeX^ZZ.kfc'frfr'otc.o £fc, 8-OH-dGkt, 8-OH-rGuo<D?gttj7S>£>^<D 
NF^^ttVNT^tii^ttfCo ^(Dtiib, 8-OH-rGuo(Dmm^^—r^tiZX 
E«i^8-OH-dG^)^tti^©^ieST^, m^t-S-OH-dG^Wr^®^^ 

[0051] (8-OH-dGO|tMiSU^) 

±SB©, l^-r^-^m^n-vhi/^^^— t££«9#*:8-OH-dG£-£#-t-;5iB#£ £ 
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fb^{CiSfrffii7n^h^7^— l^AUt, mftJJV&tlsX. Shiseido Cape 
ell Pak C18 MG(S-5 /i m) (250 x 4. 6mm)lrfflV\ 10mMl)yii«^(p 
H6. 7;^*tf3:0. lMUVg?iR«^(pH6. 7)&tf*UTM^fct>©^*>«), pHfct 
#^>H&5h 5%^/-/KMeOH)W(Bt)^V\ *7A»Stt40'C, % 
j§iml/min£:Lfco i'SrBMfc^?-. fc*5, :©^^->H, « 

£Mb^4fcffll&(rESA Coulochem IIJ, ESAtt) (®J£ :^f— K"feyV350mV;^-y 
J'iM'l, 170mV;^-Y^/W2, 300mV)£/BV vCtfeffl b/c 0 
[0052] 04(^1" J;?^ 8-OH-dG(^t 0 -^^^ai^tl, *3fe*«t!lJ:«9, 8-OH-dG 

-dG(Dt 8 — 9<DmW>*>* (8-OH-dG/7-MG) Xf* (8-OH-dG/Cre) <£>1fiSr 

3*wu :^ot, »^WDNA««<omaii:-r5-t*sTt5o 

[0053] (S-OH-dG&U^-OH-GuaOl^Pt^flr) 

&fo\jlttB&^^Ts7<<^*/^$— 231XL^ir^hb8-OH-rGuo( 
12WmOSr&tP»fiM4#3R»j(j(a^; 125 mMl^^WA(pH4.5)^i&99ml; T 
-fe^y/Vlml)-Cg»ftK%Ml:l). SP^f* HPLC-l-O^A(20Ml)^ffo 
7c„ ^AfS^^-^^^-MMCI GEL CA08F, ^£^7^ m % acetateM;!^ 
1.5mm, R#7-^<£>JS:£4cm, ##7i^;R:£l2cm)£fflV\ #7i4&^J3:55 
^CtU ^ii«50Ml/^ib, ^H^{*0.5%T-feh^hy/V^tP5mM^SrfflV>fc: 
o 8-OH-rGuoOfc°-^^li^<t«9^^$tL7c8-OH-dG. 8-OH-Gua5>jii« S «J 
^J(CHPLC-2(;:^A$^C 0 #7ixtelnnertsil ODS-3. ^@3Mm, rti4.6mm, 
^$25cm(GL Sciences Inc.)£rJBV\ #^&Ste30°C£U iffii£tt0.7ml/#£U ^ 
il^(iEDTA-3Nam-37K^^(50mg/l)*5J:t^8%^^/— ^^tflOmMUV^ZlTK 

ECD-300^ffiV^c(^^miI, 550mV) o 

[0054] #^<D##f#*fcte. mm<o±ftmn<D&ttmmz&^xm^&ik&'v%z> 9 
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ant. 

mmmfcttommyr- >^mi>K s-^^y^^y^r^yy (8-oH-dG 

) RTf/Xte8-Kh*v*i/?T~> (8-OH-Gua) ^fc5tt^lfe*t<£>^fblftti 

w&±tzmimmM?T->fc&m&mj*y&&*7^ (hplc-d xmm-rz 

ffimmt&imMf'T-l/fc&mK Z-MY^y^ir^r^T^y (8-OH-dG 
) & tf/XttS-fcKnSrv^T^ (8-OH-Gua) ^?*>«9 % 

m&£tzmimmmyT~>4k&i&&mj*>'&&* : 7j± (hplc-d xmu-rz 
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[6] mm4mmm?T^ik-&mK s-wu^y^^^ry^ (8-oH-dG 

) RXf/Xltt-MVti^JfT-y (8-OH-Gua) -e$>«9 , 
lkXf-/?L\tt\'T=f-~S (Cre) t?*>«9 , 

[8] MSB^^^^ff*«3{CfB«(D^k^ti^T^^b^O^«f^^o 
[9] ^^^^fcSS»^«5^3B«60K^W*«5^T=Mk^^^«f^&. 
[10] Mi^^K-{C#TbT^^^fct>^^MWi-^^^<t9^#-r2)lt^«7 

[13] ttjiai^^^^^^^ (hplc-1) -effi®ti-5xa^v v-c, #/v*v^tf># 

[14] MSEI^^^^^(HPLC-l) }^«9*SM$nfcHtIfB^^)«^T^^b 
[15] l)*W*»K:^*tbS, DNAXttRNAXtt^^^^-K't'0^rr=>'^«fl5SrSW- 
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HPLC-l) ; 

2) mmm^^&y&yj* (hplc-d x*mm^xmhttm\mm.m?7-^ik 
[i6] wmm-fyi-^^^ (hplc-d {zx^omimmm^T^^t^m^m-r^ 

#cv ^% mbthtcmimmmyT-^t&w^mirzftm&mmzyj* (hplc 

-2) ^^Kir^tzJsbfD^^^ ttj^U (HPLC-2) fabWm-rz>$H 
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